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* INTERNATIONAL PRELIMINARY EXAMINATION REPORT 




International application No. 

PCT/JPOO/03863 



I. Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 

the description: 
pages 

pages 

pages 



□ 



, as originally filed 

, filed with the demand 



filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, , as originally filed 

_ , as amended (together with any statement under Article 1 9 
_ , filed with the demand 



□ 



filed with the letter of 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



_, filed with the letter of 



I | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

„, filed with the demand 



, filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. ~ w 

These elements were available or furnished to this Authority in the following language _^ which is- 

the language of a translation furnished for the purposes of international search (under Rule 23 1(b)) 

□ 

the language of publication of the international application (under Rule 48.3(b)) 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55 2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: . * 

contained in the international application in written form. 

□ filed together with the international application in computer readable form 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 

□ 



The amendments have resulted in the cancellation of: 

□ 

the description, pages 

□ 

the claims, Nos. 

the drawings, sheets/fig 



5. I""] This re P ort has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
. citations and explanations supporting such statement 



Statement 
Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



r 

Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



4, 5, 7, 8 



1-3, 6 



1-8 



1-8 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 



Document 1 : 



Document 2 



Document 3: 



WO, 92/15686, Al ( Zymogenetics Inc.), 17 
September 1992 (17.09.92) 
M. Teissere et al., "Purification and 
characterization of a fatty acyl-ester hydro 
from post-germinated sunflower seeds", 
Biochem. Biophys. Acta (1995), Vol. 1255, No. 
2, pp. 105-112 

A. Sugihara et al., "Purification and 
characterization of a carboxylesterase from 
Pseudomonas sp. KWI-56", Biosci, Biotechnol., 
Biochem. (1994), Vol. 58, No. 4, pp. 752-755 
K. Miura et al. (editors), "Protein 
engineering", Vol. 1, Tetsugaku Shuppan KK, 
1998, pp. 127-128 [in Japanese] 
E. Kenneth et al., "The conversion of serine 
at the active site of subtilisin to cysteine: 
a chemical mutation", Proc. Natl. Acad. Sci . , 
USA (1966), Vol. 56, No. 5, pp. 1606-1611 



Claims 1-3 and 6 

Document 1 discloses activated blood coagulation 
factor VII modified by the introduction of mutation in 
activated coagulation factor VII at a site such as Ser 344 , 
which inhibits the blood clotting reaction, and indicates 



Document 4 



Document 5 : 
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that modification of activated coagulation factors X and 

IX by mutation could probably have a similar effect. 

Claims 4, 5, 1 and 8 

Documents 2 to 5 show that the serine residue in 
proteases wherein a serine residue at the active site 
contributes directly to catalytic activity (serine 
proteases) shows particularly high reactivity, and that 
enzyme activity is lost if the serine residues in the 
enzyme protein are modified using an agent such as phenyl- 
methylsulphonyl fluoride (PMSF) . 

Competitive inhibition by molecules which are 
structurally similar to a substrate and which bind 
reversibly to substrate binding sites was known at the 
priority date. Therefore, a person skilled in the art 
could easily conceive of applying the method for modifying 
Ser residues disclosed in Documents 2-5 for the 
modification of Ser residues of activated coagulation 
factor VII disclosed in Document 1, using said modified 
factor to cause competitive inhibition, and similar 
modification of Ser residues in coagulation factors IX and 

X as indicated in Document 1. 

The advantageous L ef fects of the inventions described 
in Claims 4, 5, 7 and 8 in the present application are 
also such as could be expected by a person skilled in the 
art. 
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